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§314.410

Commissioner shall cause the regula-
tion proposed in the petition to be pub-
lished in the FEDERAL REGISTER within
60 days of the receipt of an acceptable
petition and further proceedings shall
be in accord with the provisions of sec-
tions 507(f) and 701 (f) and (g) of the act
and part 10.

(d) (1) FDA will not promulgate a
regulation providing for the certifi-
cation of any batch of any drug com-
posed wholly or in part of any kind of
penicillin, streptomycin,
chlortetracycline, chloramphenicol,
bacitracin, or any other antibiotic
drug, or any derivative thereof, in-
tended for human use and no existing
regulation will be continued in effect
unless it is established by substantial
evidence that the drug will have such
characteristics of identity, strength,
quality, and purity necessary to ade-
quately ensure safety and efficacy of
use. ‘“‘Substantial evidence’ has been
defined by Congress to mean ‘“‘evidence
consisting of adequate and well-con-
trolled investigations, including clini-
cal investigations, by experts qualified
by scientific training and experience to
evaluate the effectiveness of the drug
involved, on the basis of which it could
fairly and responsibly be concluded by
such experts that the drug will have
the effect it purports or is represented
to have under the conditions pre-
scribed, recommended, or suggested in
the labeling or proposed labeling there-
of.” This definition is made applicable
to a number of antibiotic drugs by sec-
tion 507(h) of the act and it is the test
of efficacy that FDA will apply in pro-
mulgating, amending, or repealing reg-
ulations for all antibiotics under sec-
tion 507(a) of the act as well.

(2) The scientific essentials of an ade-
quate and well-controlled clinical in-
vestigation are described in §314.126.
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§314.410 Imports and exports of new
drugs and antibiotics.

(a) Imports. (1) A new drug or an anti-
biotic may be imported into the United
States if: (i) It is the subject of an ap-
proved application under this part or,
in the case of an antibiotic not exempt
from certification under part 433, it is
also certified or released; or (ii) it com-
plies with the regulations pertaining to
investigational new drugs under part
312; and it complies with the general
regulations pertaining to imports
under subpart E of part 1.

(2) A drug substance intended for use
in the manufacture, processing, or re-
packing of a new drug may be imported
into the United States if it complies
with the labeling exemption in §201.122
pertaining to shipments of drug sub-
stances in domestic commerce.

(b) Exports. (1) A new drug or an anti-
biotic may be exported if it is the sub-
ject of an approved application under
this part, and, in the case of an anti-
biotic, it is certified or released, or it
complies with the regulations pertain-
ing to investigational new drugs under
part 312.

(2) A new drug substance that is cov-
ered by an application approved under
this part for use in the manufacture of
an approved drug product may be ex-
ported by the applicant or any person
listed as a supplier in the approved ap-
plication, provided the drug substance
intended for export meets the speci-
fications of, and is shipped with a copy
of the labeling required for, the ap-
proved drug product.

(3) An antibiotic drug product or
drug substance that is subject to cer-
tification under section 507 of the act,
but which has not been certified or re-
leased, may be exported under section
801(e) of the act if it meets the follow-
ing conditions:

(i) It meets the specifications of the
foreign purchaser;
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(ii) It is not in conflict with the laws
of the country to which it is intended
for export;

(iii) It is labeled on the outside of the
shipping package that it is intended for
export; and

(iv) It is not sold or offered for sale in
the United States.

§314.420 Drug master files.

(a) A drug master file is a submission
of information to the Food and Drug
Administration by a person (the drug
master file holder) who intends it to be
used for one of the following purposes:
To permit the holder to incorporate
the information by reference when the
holder submits an investigational new
drug application under part 312 or sub-
mits an application or an abbreviated
application or an amendment or sup-
plement to them under this part, or to
permit the holder to authorize other
persons to rely on the information to
support a submission to FDA without
the holder having to disclose the infor-
mation to the person. FDA ordinarily
neither independently reviews drug
master files nor approves or dis-
approves submissions to a drug master
file. Instead, the agency customarily
reviews the information only in the
context of an application under part
312 or this part. A drug master file may
contain information of the kind re-
quired for any submission to the agen-
cy, including information about the
following:

(1) Manufacturing site, facilities, op-
erating procedures, and personnel (be-
cause an FDA on-site inspection of a
foreign drug manufacturing facility
presents unique problems of planning
and travel not presented by an inspec-
tion of a domestic manufacturing facil-
ity, this information is only rec-
ommended for foreign manufacturing
establishments);

(2) Drug substance, drug substance
intermediate, and materials used in
their preparation, or drug product;

(3) Packaging materials;

(4) Excipient, colorant, flavor, es-
sence, or materials used in their prepa-
ration;

(5) FDA-accepted reference informa-
tion. (A person wishing to submit in-
formation and supporting data in a
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drug master file (DMF) that is not cov-
ered by Types | through IV DMF’s
must first submit a letter of intent to
the Drug Master File Staff, Food and
Drug Administration, 12420 Parklawn
Dr., Rm. 2-14, Rockville, MD 20852.
FDA will then contact the person to
discuss the proposed submission.)

(b) An investigational new drug ap-
plication or an application, abbre-
viated application, amendment, or sup-
plement may incorporate by reference
all or part of the contents of any drug
master file in support of the submis-
sion if the holder authorizes the incor-
poration in writing. Each incorpora-
tion by reference is required to de-
scribe the incorporated material by
name, reference number, volume, and
page number of the drug master file.

(c) A drug master file is required to
be submitted in two copies. The agency
has prepared under §10.90(b) a guideline
that provides information about how to
prepare a well-organized drug master
file. If the drug master file holder adds,
changes, or deletes any information in
the file, the holder shall notify in writ-
ing, each person authorized to ref-
erence that information. Any addition,
change, or deletion of information in a
drug master file (except the list re-
quired under paragraph (d) of this sec-
tion) is required to be submitted in two
copies and to describe by name, ref-
erence number, volume, and page num-
ber the information affected in the
drug master file.

(d) The drug master file is required to
contain a complete list of each person
currently authorized to incorporate by
reference any information in the file,
identifying by name, reference number,
volume, and page number the informa-
tion that each person is authorized to
incorporate. If the holder restricts the
authorization to particular drug prod-
ucts, the list is required to include the
name of each drug product and the ap-
plication number, if known, to which
the authorization applies.

(e) The public availability of data
and information in a drug master file,
including the availability of data and
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